Objective: assessing health-related quality of life (HRQL) in patients with rheumatoid arthritis (RA), before and after treatment with biological therapy. Methods: a longitudinal study, conducted from November 2010 to September 2011, with implementation of the instruments HAQ II (health assessment questionnaire) and SF-36 (medical outcomes short-from health survey). Barlett test, Anova, Friedman and paired t-test were performed for multiple extracts.
introduction
Rheumatoid arthritis (RA) is an autoimmune, systemic and chronic disease, characterized by inflammation of the synovial membranes that can lead to osteoarticular destruction. 1 There is an estimated prevalence in the world population from 0.5 to 1%, with annual incidence of 0.02 to 0.05%. Predominance is two to three times higher in females, whose peak is observed around age 50 years. 2 A study by Senna et al. 3 estimated the RA prevalence in the Brazilian population at 0.46%. The use of biological agents for treating this disease is a challenge, leading to the possibility of reducing the consequences of the disease.
Quality of life (QL) is a concept increasingly used in the assessment of health conditions of a given population (diet habits, housing, employment, recreation, etc.) and of the impact of therapeutic applications associated with different groups of diseases. 4 The QL self-report is a multidimensional concept comprising physical, social and emotional components associated with illness, thus poiting out how difficult it is to define QL. 4 The QL self-report can be obtained in a systematic way by means of semi-structured interviews, qualitative assessments and questionnaires, the latter being the main route used by most of the published scientific literature for having a more affordable cost, immediate results and easier data analysis. 5 Health-related quality of life (HRQL) refers to the impact of disease and treatment on the individual's welfare. Patients diagnosed with RA have significant decreases in HRQL, resulting from pain, impaired physical function and fatigue. 6 Generic measures, such as the SF-36 questionnaire, have been frequently used in clinical trials of RA to assess HRQL.
Given the scarcity of studies on QL in patients with RA, the aim of this study is to evaluate HRQL in Brazilian patients with RA before and after biological therapy.
Methods
Design and study site A longitudinal and prospective before and after study was conducted on a sample of 30 RA patients refractory to conventional pharmacological treatments. Data were collected from November 2010 to September 2011.
The study site was the Infusion Centers at the Oswaldo Cruz University Hospital (HUOC) and Clinics Hospital (HC) UFPE, as well as the High Complexity Pharmacy of Pernambuco, Metropolitan Unit, located in the district of Boa Vista, city of Recife, Pernambuco, Brazil.
Patient selection
The criteria used to include patients in the study were the following:
1. having RA diagnosed by medical expert from the HUOC and/or HC, meeting the classification criteria defined by the American College of Rheumatology (ACR), 8 as well as the inclusion criteria defined by the Clinical Protocol and Therapeutic Guidelines of the Ministry of Health of Brazil for pharmacological treatment with biological therapy; 9 2. being an adult patient of either gender, and residing in the state of Pernambuco; 3. being a patient with RA refractory to conventional immunosuppressive therapy; 4. not having previously started treatment with a biological therapy; 5. being registered and authorized by specialized component of pharmaceutical care to initiate the biological therapy with anti-TNF (40mg Adalimimabe, 50mg Etanercept and 100mg Infliximab); 6. consenting to participate in research by signing an informed consent form (INF).
Patient exclusion criteria were the opposite of any or all of the inclusion criteria.
Instruments for data collection After being selected, before starting the biological therapy, patients were evaluated by applying the following QL questionnaires: SF-36, HAQ II and the socioeconomic questionnaire. These instruments were applied once again after three and six months of starting treatment.
Generic instrument of QL medical outcomes short-from health survey -SF-36
The domains assessed in the SF-36 were eight: functional capacity (ten items), physical aspects (four items), pain (two items), general health (five items), vitality (four items), social aspects (two items), emotional issues (three items) and mental health (five items), in addiction to one item to compare current health status and that of the previous year.
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Specific instrument of QL for arthritis health assessment questionnaire -HAQ II This is a questionnaire that assesses five dimensions: disability, discomfort, drug side effects, cost and death. Composed of 10 questions grouped into eight categories that seek to understand the level of difficulty the patient has to perform such activities, as well as the need for assistance to perform them.
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Functional disability in early rheumatoid arthritis (RA) affects patients and their lives. The degrees of disability based on the health assessment questionnaire (HAQ) score are categorized into 4 grades: (1) HAQ: 0 (no disability); (2) HAQ: 0.1-0.99 (mild to moderate difficulty); (3) HAQ: 1-1.99 (moderate to severe disability); (4) HAQ: 2-3 (severe to very severe disability).
Socioeconomic questionnaire
This is a questionnaire prepared by the research team to define the profile of patients with RA treated with biological therapy, regarding age, gender, education level, current occupation, marital status and income.
Data analysis
Data were entered into a spreadsheet program Microsoft Office Excel 2007 for Windows, and transported to the statistical program R, being processed and analyzed. Descriptive analysis of single frequency for categorical variables (gender, education level, marital status, monthly income, current occupation) and measures of central tendency (median and mean) and variability (standard deviation) were performed for continuous variables (age, SF-36 and HAQ II quality of life questionnaires).
Bartlett's homogeneity test (all higher than 0.05), Anova and Friedman test identified the significance and relevance of parametric test and paired t-test to identify the differences between means.
After having applied the Bartlett test for homogeneity of variances, indicating normality (all p values obtained were higher than 0.05), the paired t-test for mul-tiple extracts was applied, assessing mean differences. The significance level was set at 0.05.
Ethical aspects
The study was approved by the Ethics Committee in Research-HUOC (no. 90/2010 and CAAE no. 0083.0.106.000-10) and all patients signed an informed consent form. results 30 patients diagnosed with RA code M05 and M06 (ICD-10) were evaluated and followed before and after starting, for the first time, the use of biological anti-TNF α (adalimumab, etanercept and infliximab) for six months.
Females predominated (90%) and the mean age was 47.6 years (25-81). The majority (53.3%) had been diagnosed with RA for more than five years.
During the follow-up, adverse reaction was observed in three cases, one of them being cytomegalovirus and two cases of rash. The drug was suspended for failure to respond or not meeting the expectations proposed for treatment in both cases. Treatment was discontinued in six cases for personal reasons. During the study period there was no shortage of anti-TNF α biological medicines.
Health-related quality 1 (Table 1) summarizes the socioeconomic, clinical and serological characteristic of the population studied. Table 2 shows the scores for the quality of life questionnaires used in the study (SF-36 and HAQ II). The degree of disability or incapability of patients with RA measured by the HAQ II is shown in Table 3 .
Regarding the therapeutic treatment, 13 patients used adalimumab, 13 used etanercept and 4 used infliximab. Out of these users, 13 (43.3%) were treated with anti-TNF α monotherapy and 17 (56.7%) in combined use of disease-modifying agents (DMARD) with methotrexate or leflunomide.
discussion
In this study there was a predominance of female participants (90%); this population is three times more affected than men. [12] [13] [14] [15] [16] Our ratio was higher than that indicat-ed in the literature (9:1), corroborating studies with Brazilian populations, [17] [18] [19] 14 which show that the female/ male ratios are higher than in the international literature (7.3:1 and 9:1), possibly due to the great heterogeneity of the study population, hormonal issues and the fact that, traditionally, women seek more often health services than men. [20] [21] [22] Regarding age, the mean was 47.6 years, ranging from 25 to 81 years. These results are consistent with data obtained by other authors. 14, 23 Contrary to that observed in other studies, [24] [25] [26] most patients (46.7%) had over 10 years of formal education, which may facilitate access to information and purchase of products and services, besides contributing to better treatment compliance. Biological therapy can still be considered little known, thus people with more years of education may have greater access to this information. It is noteworthy that many patients work (43.3%), though in occupations with less physical work.
Regarding the mean scores of the HAQ II questionnaire, after six months they were still above one (50%), but with significant reduction (p<0.01), being observed that these values were achieved from the three months of follow-up. In the study by Wiles et al., 26 29% of patients showed HAQ II score above 1 (one) after two years of monitoring. Combe et al. 27 reported that 27% of 191 patients had HAQ>1 after a minimum of three years of follow-up, and 22% mainteined their scores after five years. The work of Young et al. 28 had the same results after five years in 38%. Possible explanations for the variations in the evolution of HAQ II score include different study designs and the influence of other variables, such as the effects of treatment and socioeconomic status.
Studies show that high HAQ II scores (early in the illness) should be warning signs, thus leading to more aggressive treatments to prevent the occurrence of deficiencies in the following years. 29 Although most of the sample in this study (53.3%) has more than five years of diagnosis, 93.3% had moderate to severe initial HAQ II, demonstrating the impact of RA on a person's functional capacity, even using the traditional therapies (DMARDs).
Staples et al., 30 evaluating a sample of 1801 RA patients treated with anti-TNF drugs and followed by a period of 60 months, found significant changes in the first six months of follow-up regarding the HRQL, which remained constant over the 60 months of treatment. The HAQ II score assessment was (baseline: 1.64, 6 months: 1.23 and 60 months: 1.24) similar to the present study (baseline HAQ: 1.97 and 6 months: 1.23). This comparison can assist in research involving anti-TNF therapy and HRQL using the HAQ II that would not require many years of follow-up, six months being sufficient to evaluate the response to treatment. This result was also observed for the SF-36.
Regarding the SF-36, among the eight domains, six showed significant improvement (except overall state and mental health), after six months of follow-up. The small sample size may not have been enough to find statistical differences in these two domains, or the study duration was not sufficient for analysis considering its subjectivity.
Regarding the physical aspect and pain, this study had the highest results and were the domains that most influenced the patients in this work (the greatest complaints were with respect to pain and physical limitations to perform daily activities).
Regarding the association between anti-TNF and DMARD, some studies showed a more steep improvement in HRQL than the use of anti-TNF as monotherapy. 31, 30 In this study, half of the patients received anti-TNF alone (monotherapy) and the other half received it in association. In comparing the two groups, there was no difference, probably due to the sample having been small for such a purpose, which suggests that further studies with larger samples must be conducted.
It was not possible to compare these results applying the SF-36 HRQL questionnaire with other scientific works, due to the scarcity of scientific papers using this instrument in patients with RA under specific anti-TNF therapy.
conclusion Thus, we conclude that the population, despite being on standard treatment (DMARDs) and presenting mostly over five years of diagnosis, showed significant improvements in HRQL and functional capacity in just three months of use of anti-TNF therapy, as assessed by the HAQ II and SF-36 instruments.
Despite having achieved no significant improvement in all SF-36 domains (except overall state and mental health), those that most impacted the patients before the study (pain and physical issues) were the ones with the best results. 
